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SUBJECT ‘Request for a tolerance of 1.0 ppm of (X- -Naphthalene  DATE:
acetic acid (XNAA) -infon citrus fruits. ,

‘“FRQM‘ _ gr. Ch?n, SéL. " <§;;f,[/‘phh (;Q44\
-, Toxicolagy Branc 2 ,
Col : P ol f 3/’7/77
TO: Mr. Fletcher, C. // .

‘Special Registration Section

» - Petition No. 7E1956

i IR-4 Project

o Dr. C. C. Compton
Rutgers University, Box 231
New Brunswick, NJ 08903

RecommendationS'

Chemistry Branch cons1derat1ons permitting, we recommend the
establishment of the petitioned tolerance of 1.0 ppm of CG(NAA and
metabolites in/on c1trus fruits.

We request that a terato]ogy study be subm1tted within a reasonab]e
period of time.
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EPA Form 1320-6 (Rav, 6-72)
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A.  Established and pending tolerances.

Tolerances have been established, CFR 40, 180.155 for:

- 1.0 ppm in/on apples, péars, quinces. -
0.1 ppm in/on olives. .
0.05 ppm in/on pineapples.

B. Referenqed and related Pe%itions:

No new toxicological data are submitted for the c

The related petitions are 8E0663, 161094 and 1E1099. A summary
of previously accepted toxicological studies is presented below:

1.

Dr. Whitmore, G.E., on 8E0663 (12/22/67).

a) 90-day rat feeding NEL = 100 mg/kg/day (XNAA).

b)  90-day dog feeding NEL = 10 mg/kg/day (((NAA).

c) 3-generation mouse reproduction study: no effect on
reproductive performance to 600 ppm or 86 mg/kg
(KNAA-0-CH3). _ ' o

d) Life-time mouse feeding: no effect on life-span to
600 ppm (GKNAA-0-CH3). .

' -
Dr. Williams, C.H., on 1E1094 (5/19/71). ~

a) -Rat acute oral LDsg = 1.0 gm/kg (C(NAA).

b)  2-year rat feeding NEL = 2500 ppm (XNAA-O-CH3).

Mr. Ritter, D.L., on 1ET099 (12/25/72).

The poséib]e toxicity arising from the impurities and plant

metabolites was cleared.

It is noted that in some studies, the methyl ester of XNAA
was used instead of the salt. This-is acceptable for 2
main reasons: '

a) KNAA is.the principle metabolite of the methyl ester.
b)  Even though the exact amount of NAA arising from its
methyl ester is not known, the toxicity of both-

compounds are similarly Tow.

urrent petition.
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> C.‘ Studies presented (1E1099) but not previously reviewed.
%0707 0 1. Rat metabolism of (XNAA-1-14C, J. Agr. Food Chem., 14, 532
= Protocol: Single oral doses of 0.1,.1.0, 100 and 250 mg.‘
of (KNAA-1-14C were given to male rats. Radiocactivity was
monitored daily in the urine and feces and every 2 hrs. in
the bile. '
.Resu]ts: The total radio-label excreted in 3 days was:
In urine = 71-90% | | -
In feces = 3-20%
In bile = 4-21%, 2-6 hrs.
The 2 major metabolites (70-93%) in urfne were naphthaceturic
and naphthacetylqlucosiduronic acids.
For the Tower doses, the excretion inlurine and feces ‘in
24 hr. was approximately 90%.
- " Evaluation: [NAA and metabolites are well excreted in the
’ urine and feces. -
Classification: Core minimum. a
D. 1. ADI estimation.
a) 90-day rat feeﬁing NEL = 100 mg/kg/day.
b)  90-day dog feeding NEL = 10 mg/kg/day.
' : c) 2-year rat feeding NEL = 2500 ppm, or 125 mg/kg
: (XNAA-0-CH3).
d)  3-generation mouse reproduction and life time feeding
NEL = 86 mg/kg (XNAA-0-CH3).
L _ ~Since the methyl ester of naphtha]éne acetic acid was used
. in the long-term feeding and reproductive studies and the
f petition is for a tolerance of the free acid, a conservative
-fj estimate of the amount of the major metabolite, the free
{0 acid (KNAA) arising from the ester may be in the order of
7 — 1/10 of the parent compound. The estimated amount of (XNAA
;o —— is then used for the catculation of the ADI which may be

. s .. revised accordingly when NELs for the free acid from long-
 term studies should become available.
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Since thelz-yr.~rat feeding NCL = 125 mg/kg/day, for thé .

~methyl ester.

The projected NEL for XNAA = 12.5 mg/kg/day.

Assuming then the usual factor of 100, the ADI may be
estimated as:

ADI = 0.125 mg/kg/day.
The estimated-MPI for a 60 kg person is:
' MPI = 7.50 mg/person/day.

Exposure. from established to]eraﬁces

to]erancé food intake . exposure
(ppm) (gm) __mg/day
apples, pears, quince 1.0 %45.0 0.04500
olives - 0.1 % 2.5 0.00025
pineapples 0.5 X 5.73 0.00030

toté]igxposure = 0.0455 mg/day

Exposure from currently petitioned tolerance.

11

Exposure = 1.0 X 0.048 mg/person/day;

1l

0.048 mg/person/day

(cit;us‘fruits intake approximated at 48 gm per
-day). . )

Comparison of MPI to exposures from established and currently
petitioned tolerances. :

MPI/total exposure = 7.5/0.094
480
i.e. the'eprsure to ANAA and metabolites from the established

and currently petitioned tolerances is approximately 1/80 of
the estimated MPI.
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Conclusion:

Tolerances of 0.05-1.0 ppm have been established for &NAA and
metabolites to be in/on pineapples, olives, apples, pears and
quinces. Previous and current reviews have found ({NAA to be of
a low order of toxicity in acute, subacute and chronic studies.
The MPI may be estimated from these studies to be 7.50 wmg/person/
day. The exposure to (NAA and metabolites from the established
and currently petitioned tolerances is a fraction (%1/80) of the
MPI. _

Subject to chemistry considerations, we recommnend on the

establishment of the petitioned tolerance, However, according -

to current requirements, a teratology study is 1ack1ng and should
be submitted within a reasonable period of time.
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